Background Ribonuclease (RNase) protection has been used to identify 3- 
Linkage Analyses
Linkage analyses were performed by use of two highly informative CA, short tandem repeat sequences (STRs) within the t3-MHC gene, one located in a 5' untranslated sequence and the other in intron 24. With the PCR, these STRs were amplified from genomic DNA from each family member, using PCR primers that bracket the polymorphic repeat sequences as previously described.2 Alleles were scored by two independent observers blinded to the results of the clinical assessment.
Logarithm of the odds (LOD) scores were then calculated for each family with the LINKMAP program with penetrance set at 0.98. The penetrance of 0.98 is based on our observation that in more than 100 individuals whose FHC is due to 3-cardiac MHC missense mutations, clinical signs of disease were absent in only 1 genetically affected individual >21 years old. LOD scores of <-1.3 indicate odds of >20:1 against linkage. 10 
Results
The ,3-cardiac MHC gene of FHC probands was screened for mutations by use of RNase protection. A missense mutation was identified in approximately 40% of probands studied. Twelve FHC probands in whom a /3-MHC gene mutation was not identified were from families that appeared to be large enough to assess linkage (or nonlinkage) to the cardiac MHC locus. The pedigrees of these families are shown in the Figure. 2,11 Genetic linkage between FHC and the /3-cardiac MHC locus was assessed in each family. The likelihoods of linkage (LOD scores) for two polymorphic loci within the /3-MHC gene to FHC for each family are shown in the Table. Linkage analyses were informative in 11 of 12 families with FHC. In these 11 families, LOD scores were sufficiently negative (LOD score <1.30 equivalent to odds of <1 in 20) to exclude linkage to either the a-or f3-MHC genes. The LOD score for both STRs in family 3 was noninformative and could neither confirm nor refute linkage of FHC to the MHC loci.
Subsequent analyses of families AU and 00 demonstrated evidence of linkage to the CMH-2 locus on chromosome 1.
Discussion
The data presented here demonstrate that RNase protection is a sensitive method for identifying /-car- 
